EXPERIMENTAL METHODS

Synthesis
2,2'-(4,4'-(pyridine-2,6-diylbis(oxy))bis(4,1-phenylene))bis(1H-benzo[dimidazole-6-carboximidamide) tetrahydrochloride (DB2201).
The 2,6-difluoropyridine (0.57 gm, 5 mmol) was added to a solution of the phydroxybenzaldehyde (11 mmol), anhydrous K 2 CO 3 (1.65 gm, 12 mmol) and anhydrous Cs 2 CO 3 (0.65 gm, 2 mmol) in dry DMA (15 ml) under a nitrogen atmosphere. The reaction mixture was stirred at 100 o C for 24 h, cooled, then poured on ice-water (50 ml), and extracted with ethyl acetate, dried (Na 2 SO 4 ) and the solvent was evaporated under reduced pressure. Purification was by chromatography using ethyl acetate/ hexanes then recrystallization from ethanol to give a white solid of 4,4 ' 
2, 6-Bis {4[4(5) amidinobenzimidazolyl] phenoxymethyl]}-4-methoxypyridine pentahydrochloride (DB 2291)
A mixture of 2, 6-bis(bromomethyl)-4-methoxy pyridine (3) (0.59 g, 0.002 mol), 4-hydroxybenzaldehyde (0.488 g, 0.004 mol) and anhydrous K 2 CO 3 (0.69 g, 0.005 mol) in 6-7 ml DMF was stirred at rt for 12 h (tlc Hexane:EtOAc 7:3), diluted with ice water, solid filtered, washed with water, dissolved in 70 ml DCM, dried over MgSO 4 , filtered, concentrated and triturated with cold hexane, filtered and dried in vac., yielded 2, 6-bis (4-formylphenoxymethyl)pyridine as off white solid 0.54 g (71%), mp 151-2°C; 1 
6,6'-bis{4[4(5)-amidino-benzimidazolyl]phenoxymethyl]}-2,2'-bipyridine pentahydrochloride (DB 2300)
Stirring a mixture of 6,6'-bis-(chloromethyl)-2, 2'-bipyridine (5 2,2,3,3 
2,2'-(((
Biophysical Experimental Material
The syntheses of DB2114 and DB2119 are previously reported (10) , and schemes for the new compounds are in Figure S1 . DNA oligomers were purchased 
Biosensor-Surface Plasmon Resonance (SPR)
SPR measurements were performed with a four-channel Biacore T200 optical biosensor system (GE Healthcare, Inc., Piscataway, NJ). A streptavidin-derivatized (SA) CM5
sensor chip was prepared for use by conditioning with a series of 180 s injections of 1 M NaCl in 50 mM NaOH (activation buffer) followed by extensive washing with HBS buffer 
RU max can be used as a fitting parameter, and the obtained value compared to the predicted maximal response per bound ligand to independently evaluate the stoichiometry (9) . Kinetic analyses were performed by globally fitting the binding results for the entire concentration series using a standard 1:1 kinetic model with integrated mass transport-limited binding parameters as described previously (10) .
Circular Dichroism (CD)
Circular dichroism experiments were performed on a Jasco J-810 CD spectrometer in 1 cm quartz cuvette at 25 °C. A buffer scan as a baseline was collected first in the same cuvette and subtracted from the scan of following samples. The hairpin DNA sequence, A4GT4 and AATTGCAATT (5 µM) in Tris-HCl buffer (50 mM Tris-HCl, 100 mM NaCl, 1 mM EDTA, pH 7.4) was added to the cuvette prior to the titration experiments and then the compound (DB2302, DB2146 or DB2295) was added to the DNA solution and incubated for 10 min to achieve equilibrium binding for the DNA-ligand complex 
